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Sir: 

I, Dr. Moreno Paolini, hereby declare as follows. 

I am full professor of Pharmacology and Toxicology at the University of Bologna, my re- 
search focuses on xenobiotic metabolism - at the genotype and phenotype level - and on the 
mechanism of oxidative protection of biological systems; a list of my publications (184 full papers, 
65 short communications, 174 abstracts, 44 others in national journals) is available from the website 
www.unibo.it/docenti/moreno.paolini . 

I am acting as scientific advisor for Medestea Internazionale S.r.l., co-applicant of 
WO2005/084677 from which the above-identified US application derives and I am familiar with the 
content of said US application. 

I am also familiar with the rejection of the presently pending claims of the above-identified 
US application under 35 U.S.C. § 103(a) as being unpatentable over Paolini and Pedulli, in view of 
Ito et al., Floyd et al. and Atlas et al.. 

I am also familiar with the rejection under 35 U.S.C. § 112, first paragraph, based on lack of 
an enabling disclosure. 



I am co-inventor of the US patent, 5,981,548, cited as the primary reference in the rejection 
under 35 U.S.C. § 103(a) and I am therefore fully familiar with its disclosure. 

In US 5,981,548, Dr. Pedulli and the Undersigned have disclosed the oxygen radical scav- 
enger activity of the cyclic hydroxylamines of Formula (1) of the present invention; however, the de- 
scription of US 5,981,548 does not provide any test or evidence which may suggest the utility of 
said compounds for the therapeutical treatment of neurodegenerative diseases. In fact, the disclo- 
sure of US 5,981,548 only refers to said compounds as pharmacological agents to be selected "to 
capture the oxygen-free radicals which are associated to a number of different human pathologies, 
such as phlogistic processes, alcoholic hepatopathy, liver transplants, metabolic sicknesses, altera- 
tions in lipoproteins, lung pathologies, hematologic disorders, glomerule pathology, spermatozoa 
pathology, coronary atherosclerosis, hyperbaric damages affecting the central nervous system, ra- 
diation damages, DNA damages by genotoxines, oxidative polymorphisms, inductive status, etc. " 
(column 6, lines 32-41). 

The quoted passage does not disclose the utility of the compounds for the therapeutical 
treatment of said pathologies and this is further confirmed by the description (column 6, lines 43-46) 
which discloses "the use of the above-mentioned compound for preparing a pharmaceutical compo- 
sition for treating symptoms due to excess of production of superoxide radicals" (emphasis added). 

The description of US '548 provides no disclosure or suggestion to a person of ordinary skill 
in the art for the use of said compounds for the therapeutical treatments of neurodegenerative dis- 
eases or the treatment or inhibition of the symptoms of Parkinson's disease or ischemia/reperfusion 
injury. 

On the other hand, it is my opinion that the disclosure of the specification of the above- 
captioned patent application provides evidence which would be considered by the person of ordi- 
nary skill in the art as enabling for the treatment of a neurodegenerative disease and for the treat- 
ment or inhibition of symptoms of Parkinson's disease and the symptoms of ischemia/reperfusion 
injury. 

On the basis of said disclosure, further additional tests have been carried out, under my su- 
pervision as scientific advisor, which have confirmed the utility of the compound bis(1-hydroxy- 
2 I 2,6,6-tetramethyl-4-piperidinyl)decandioate 1 therein identified as IACVITA or IAC, for the thera- 
peutical treatment of neurodegenerative diseases and other diseases mentioned by the claims of 
the above-identified application. 
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With specific reference to neurodegenerative diseases, I enclose herewith: 

Exhibit 1. A presentation reporting a summary of preclinical data on Alzheimer disease, 
carried out by the company Cerebricon on behalf of Medestea: The tests relate to the effect of IAC- 
VITA on neurite outgrowth in vitro, and to the effect of IACVITA treatment on single transgenic 
mouse model of Alzheimer disease. The data confirm the excellent activity of IACVITA in contrast- 
ing neurobehavioral deficits linked with the progression of Alzheimer disease. 

Exhibit 2. A presentation providing a summary of preclinical data on stroke and brain ische- 
mia including: 

• a study on the protective effect of IAC on bilateral common carotidal artery occlusion 

(BCCO) post-ischemic brain damage in Mongolian gerbils, carried out by the Faculty of 
Pharmacy of the University of Catanzaro on behalf of Medestea; 

• a study on the effect of i.p.lAC treatment on infarct volume and sensory-motor behaviour in 

tMCAO rats, carried out by the company Cerebricon on behalf of Medestea; 

• a study on the effect of i.v.lAC treatment on infarct volume and sensory-motor behaviour in 

tMCAO rats, carried out by Cerebricon; 

• a study on the effect of i.v.lAC treatment on infarct volume in tMCAO mice, carried out by 

Cerebricon; 

• a study on the effect of the late i.v.lAC treatment on infarct volume in tMCAO rats carried 

out by Cerebricon; and 

• a study on stroke prevention with IAC in Dahl salt-sensitive rats. 

With specific reference to the pathologies claimed in presently pending claim 6 of the 
above-identified application, I enclose herewith: 

Exhibit 3. a presentation providing the results of a study on the in vivo and in vitro IAC ac- 
tivity on diabetes models, carried out by the Department of Endocrinology and Metabolism of the 
University of Pisa; 

Exhibit 4. a presentation providing the results of a study on the protective effect of IAC on 
balloon injury related neointima formation, carried out by the Faculty of Pharmacy of the University 
of Catanzaro; 

Exhibit 5. a presentation providing the results of a study on the protective effect of IAC on 
cardiac ischemia: ischemia reperfusion in the isolated perfused Langerdorff heart, carried out by the 
Faculty of Pharmacy of the University of Catanzaro; 



Exhibit 6. a presentation providing the results of a study on the effects of IAC on myocar- 
dial ischemia and reperfusion on rats, carried out by Pharma Hungary; 

Exhibit 7. a presentation providing the results of a study on the anti-hypertensive activity of 
IAC, carried out by the Faculty of Pharmacy of the University of Catanzaro; 

Exhibit 8. a presentation providing the result of a study on the effects of IAC on in vivo oral 
mucositis induced by acute radiation in Hamsters, carried out by Biomodels LLC and Affiliates; 

Exhibit 9. a presentation relating to the effects of IAC on an in vivo sepsis induction in rat 
models, carried out by Eurofins-Product Safety Laboratories. 

The data presented in Exhibits 1-9 and the present specification demonstrate that one 
skilled in the art would have a reasonable expectation of success in treating a neurodegenerative 
disease and the treatment or inhibition of the symptoms of Parkinson's disease or ische- 
mia/reperfusion injury, as well as in the treatment of the specific pathologies listed in claim 6. 

I declare further that all statements made herein on my own knowledge are true and that all 
statements made, on information and belief are believed to be true; and further that these state- 
ments were made with the knowledge that wilful false statements and the like so made are punish- 
able by fine or imprisonment, both, under section 1001 Title 18 of the United States Code, and that 
such wilful false statements may jeopardise the validity of the application or any patent issued 
thereon. 



Date: February 25, 2010 Dr. Moreno Paplini 



End.: 
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